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<4) [-ft4] 
HK4 ] 

-(CH 2 )m-Q— (CHj)n— (4) 

u r i axx/R2it^tL^nmLLx , *mm*. /\ 

ny^ff, 4<or;l^¥- 

syrn^/i^ ^m~4or/Mvi/7.$y^ & 

^*Uti-4<7)T/^;Pf-^. ^«iiti~4(7)>'N- 
-7Wam^ ^iti--4ovN-7^5!-or 
/l^/V**^* ^^>-;l^Sfc{i^ai~4<o 

R4 O 

I II 

-{CHj)e-N-C— , - 

(it*. e*JJ;VR4Jifl^etPl«. ) Xn^tl&ffim 

co^vtifrx-bzm&miimw^yxTs vmrnftt 
ch^iis] Atfwmztix\^xi>j:\,^fvmx-$> 

[ft«JS9] A^mm^tix^xhx^^^tumx- 



~4cor^s. ^ai-4cor^rsys, ^ 

orW;^ 1 ~4 WV7*tD7;|/iif;^ 

(2) [-fc2] 
Hfc2J 

O R4 

-, -(CHaJe-C-N- (2) 

[ff#JS2] X*** (5) Mfe5] 

-(CH2)e-Q— (5) 

5a*&>i2 §0*000:7*5 HR««iftiiiB9^m(c 

IfS3<^5] RlfcJ;'i/R27&^Jc^M^T'J)SiS^JB 

[fS*«7] X#5$ (6) [fl:6] 
Ht6] 
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[MSB 10) R 1 *> J;tm 2 #*3RJS^Tfc£ig£ 
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coo o 1 ] 

[ wnomth &ffiftm ] *ft.mtMmmffii,zmt 

[0002] 

[0003] ^aWSMOTO+T' <>^Hbe»KIPJMtffift 

^mTJS^^mtr^tZbiiXKm^ttX^ [Hua 
ng^;Blood, vol. 7 2. 567-572 
(1988),Castaignf>;Biood, vo 
1. 76. 1704-1709. (1 990). War 
re 1 1 ; New Engl. J. Med. vol. 
324. 1385-1393 (1991) &k'] . 4 

«»K« , 5JSffli*<WitS*lTV^4 [O 1 s s o n A, ; 
Cancer Res. vol. 43. 5862-58 
67 (1983) fife] . 

[0004] ztt^com^&tx . iHtmmvhh 

f ^ $ VDl^fc (4$RHF6 - 1 7 9 6 2 2-^fS) . 

-< vr\s>mm (<&m¥6 -19207 3^#g) . 

hay^n—jU (!|$BSPP6-2 56 18 1-§^K) . * 

;>m$m - 3 0 5 9 5 5-j^jfi) . 

R4 0 

I II 

-(CHj)*-Q— , — (CHa)e-N-C- 

«±B»3ivc vvc i> i uisatfSc 1 -4 <7>7;Mf 
U Qt±a (3) [-ft9] 
[00 10] 



jKlMVrW-fl* (W6-3 1 6 52 0^i 
$fi) . £&#98^>£tt (^^7 - 2 0 6 7 6 5^ 
«) . tMlfr (#l¥7- 2 5 8 1 0 0^«) ^tf>#J 

<0P5Et J: -o T fcSEMLL-Hrer U"<>HCii LfciBMtt 
=5r < . &m<V)&lztt I #S&T-££tt <7>Hi v ^S0s&*5S < M 

[0005] 

K#fWfl**u mams. SBftaasa. jasft. s 

[0006] **W)B6Sfca«l^yXr 5 MBHWK 
[0007] 

^>-XT5 imttttHHKtjict^fcMv^ 
Hfc7] 

[0008] 
[-fb7] 



A-X-Y 




(D 



s. -hoi. ->7yg. ^»i~4<or^/PS. 
^saiMor^^i-i. g^iai~4£or5yT 

gi5g&i~ 4<0T/l^vV7*$./^ &Sgjftl 

PT;Udf >vm. 8tmW 1 ~4 d T/Hv;M- 

^/l^f-i^S. M|gftl~4c7)T^3^v-* 

(2) [^8] 

[0009] 

Hfc8] 



r r 

-(CHa)e-C-N- (2) 



Ut9) 



—o— 



R4 
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— S— , — N— 
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(5S*k R4imatmm. ) x'm^tLhm&^-rfi 

(4) [-ffclO] 
[00 111 

i-fti o] 

— (CH 2 )m-Q— (CH2)n— (4) 

{iO-4^m^a-T. ) T-^^&flliiSr^L. Rl 
*}\<m^ ®mW 1 ~4 (OT/U^r/I/T 5 / £ N 1 - 

4c7>7 v/i^. ^isi~4<7)r^rsys. 

T/l^t-S. ^$U^40^-:7/ktoT4^M-df 

fcflF3=3*l*«rC*«9. tfc. [2] X#5)t(5) 
[•ft 1 1 ] 

R4 O 
I II 

-(CHi)e— N-C— , - 

(^tK e*j«tVR4tt!98Bi:H«. ) -C4*S*l*«BB 
W^-?tifrX'h& [ 1 ] iBSW^vxrs Fgggftjfcrt; 
<±3ES*W£im$:flS£T-£'K [8] A*! 

BJ&SivtVVCk J:VvvroaiT&& [7] IBKt7><> 

4*:. [9] A^'l^^ax^TtiVib'U^V^T" 

bh [ 8 ] faKooxrs Ft^tta^teggg^wk: 

It^ixSigT'&rK 4^ [10] Rlt5j;t/R2 
A J *^M-?TJ>^ [9] §m<7)OXT 5 F|^#4*: 

MaBaqwtefNs^sttccr* 1 ?. *fc s [11] r 
3*<T$y*T*)S [io] ia«j^^xT$ mmfc 

4fcJ«H*ttfcf!FSSih r 6«'e* 9 . 4*. [12] 

[ i ] — [ 1 1 ] ^-fKMzim^t^m^o 

9.4*:, [13] [1] ~[1 1] OVvftuMae 
[00 14] 

*^BJ-CV^^Scl-4fc»i. JMfcg&***:9<0#t 
Mi. If ^77l^/Ug&<7*t§£ 

too 1 5] j£ ( i ) X'^Kh^mzan^mmm 

fcli. ^#M ; ?*^{±limM : ?*^liffi1tmT^l~4 

«^*tr 5 mm* w±6 mmt> ^hms&mm*. ft 



[0 0 12] 
Utl 1] 



-(CH2)e-Q— 



(5) 



(attf. efcj:t/QmfrietiBi». ) x'^tihrnm.^ 
wrturvbs [ i ] feecTyoxTS F«#ft*rt:tt 

SBI^WtllFaESh.**C*»). [3] A#M 

»$fLT^Tt iv^-f-oarcfc^ [2] lEm^'O'X 

fc» [4] A^^^fiTUTti^tfU^St'J) 
* [3 ] 8*0^X75 Fl$#tt4*{i5SSJl^Wfc:flF 
[5] RlisJ:tfR2*** 
mH^PC&S [4] ie$6c7XyXT5 Fi?l«#;4*;<i3g 
m?miz¥f®2tl&i&T*>'). [6] R3**7 

SygT'£>£ [ 5] IBK^yXTS FBHMfc&fcttSE 
a*Wfcft®Sit6*T»0. [7] X**£ 

(6) [ftl2] 

[0013] 

[ft 1 2 1 



b r 

-(CH2>e — C — N— 



(6) 



rv— /k e^jyy, b'^^>, tuy^ ^ 

v*yy>\ t7fUy>, 7nt*yyx fxyty 
btmtryx>\ **ir/ai?y^>\ -f s^v 
nb'jyx ^rvotry^Vir^^ey^s. 

[0 0 1 7] mSRR1^40T;^n^lhtt. ffllitf* 
n-yf-yP^ V:/f-/t^ sec t e 

[0 0 18] Si»l-4or^3^yifctt, Witf 

(0 0 1 9] «3WRl--4<50r;W^/UrS>/3Bii:li. 01 
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s/S. n, N-vMyrotr;uT5y^t'5:Wi> 
[0021] i -4 <r>T^)vr ^ ymt tt. «*R 

[0 022] »5R»lM<07;Wf ^Sfcll 
[0023] .M 1 - 4^^7/^D7;K^it 

;l*2r *f * Cl fc « o 
[0024] gmW 1 -40A-7;^a7/W/l/« 

*ox h^SSr £***f & Z k h . 
[0 0 2 5] ftSJfc 1 - 4 OT^n*^* W^Sfe 

[0026] sm^tix^xi>^mmmi—4<DT/v 



titzm* i -4®rr & i><7)£ mf& z t wtz & . 
[0027] mm^m^m^tihit^m^mt^ z 
mmvttmztizmM. mm. mm%z 

[0028] Ea&ftfc tttUgnoflL ge^^t, * 

[ o o 2 9 ] as ( i ) xm^tih^miz^x^m 
tLxm^&c:ttfx%% 9 

[0030] KIT. *^ejcO^ ( 1 ) T^tchttmW 

1 tsi-aio] 2*. * 

[003 1] 
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ftS-ft^h:* (8) [-ftl 4] 
[0042] 
Htl4] 



L ] 



(8) 



[5t4>. R2t±|iT^t|il^. R5lite rt-/Ki/ 

iuvit-ivrnt i?com®<7)^7^ K^B&raetcfflv 

xmMx&ft (9) C-ffcl 5] 
[0043] 
Utl5] 



A-X-Y 
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(5$+. A. X. Y. Rl, R2t5c3:U r R5Jifl5iet|B) 
». ) X-mZtt&lti^n&WmzmiZ-t&ZtlzJ:*) 

(b) 5* (7) X'^fihit-^ih^ ( 10) [-ftl 
6] 

[0044] 
Utl 6] 



R3 




<5W. R2i5j;I/R3<iMiei:|i|^„ ) T^$ix&-fE 
-&*^ag^-RJStcftf ^ i -5 T k#^BJi<^ffc3*£ 

[0045] ( a ) fc itf ( b ) cO«|^J5S{±. JI&cD 

■Tfr* tz\mi?Mm*m$. tzim&imojmiz x x 
mmtz,z.ttfx-*h. mux. & (7) T^zti&fc 

^*t2. 4. 5-M)?on7ay-;k ^??a 
D7iy-ML<li4--ho7iy-Mt*Wx 
-/-/H®. ^7t(±N-h Ka^i/X^W S K % N-b 

( 8 ) X'^2ix&-it-&fa$.til££ (10) T^tl-Mfc 
[0 04 6] *;U*>l!fie^ [it (7) 

[5£ (8 ) t'^n^-fb-^jS^ti^ (10) 

[ 0 0 4 7 3 JDUXvmim « ( 7 ) "C^Stl 

SL 7S>^ [5$ (8) T'^Sns-ft-^l^^i^ 
( 1 0 ) T*$tLS-ft^] k«S^$-££>c:ktcJ;^T 

[0 04 8] S^Kjfc*;. ^^^R^ii. y'yyoA. 
^rx/l'tf/l/Jj^-f $ K N. N' -jJr/WsKxrt'i^'f S*' 
V-/K y7x-;WyK7y*K, yxf-;MJ y®->T 
-h\ 2-?uo-l, 3-^f;M^/D-W 

[0 04 93 Km*. ii^-2 0~+5 0'CT'0. 5— 



y^-^-tfy. i/x^-;v-a:— f/l'itm- r;l^ 
N, N-y^fM/kATS KOfflL J— 

[ 0 0 5 0 ] 5U 9 ) Ttk? ft £> -ffr&!Bj<7>«aS<7)|&£ 

a. mmn^T^vBjmMzm^ti&tktirX'fibti 

CTi.Jf. 3? (9) (Ci3^TR5*^ tert-/F 

[ 0 0 5 1 ] A ( 1 ) T5S3:h.*-fc£«j0MWi, ^ 
( l ) v*2tihtt.&b&Wkt-h&szahZki>xr 

;kxyx;U*yS5: k'^Wtii^tf & i fc £ . 

iix^<?5*gi>±3t7u-«sc^ ( i ) (Mk&mtmmz 

[oo523 ^(D T^tiz-tt-smt. Kmm.sm 
frt>m%0>ftm=£®. mtimtam. mure. 
^o?h/77<-^ t'co-muz i. o Mmmmt hzt 

[00533 ^Bjc^frSB'O'Xr 5 Yffi&mtMtm 

nam. w&v>jm. zzm'WMm. v^owjy 

JlMKfir<03tllll»H«<Offi % *B§*S. BSS«. sISgB 
SaSJRS. ^^JfilS, SSmS, «^Ss ¥ 

[0054 ]-*«WO««iS4HI:^!Wi % E^fc LT 

^mxh*). ^ft^i-&^m.mmm<mmx-m^^ 
as. »<iiia»ttm$fi£jf»»n. mmk m-sm. 

am&m*m^xmmzi\&. zcom^mitLx^ 
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cot Lxmm. Am. t&M. -mk mmrn, mi m®. 
m. tr-t/v&L mam ml mmmm tsxx/mi} 

[0055] imcoMmizmzt&izmLxiz. mtet 

jz< mmtz z 1 &xz ■& . %<?>Mb txn.mi im 

rotr^r^n-zk y\ 7wmm. t>7 

yffi.. -£y^~>-)/§*&. ^^^v-^^-yU-fe^o-^.. -fc 
y-y?, ^-f-;H:;Pa— sicy b'x/H^n >J Y>mcr> 
t£-£Ms %®rr>y>. TKyith'JW, 

ski a*is ^Jt^-s 7)<^^a?s^co^swsii 

^"KiRffiiiMs j/y-tyy.. x^^co&*g#j, f' 
>-r>-. ?Llts #:*y^ Oh^-f K =»o>f H«*- 

^'J3 -/l^coif *KM^£ ffiffl-T & si 1 •£> . s? 

Ms CT;i«iI2c£Es ^5fytat, Bi)tttj&-a^. 7 

[0056] A$}<7>mmi,zf8.Bi-z>izmLxte^ tmt 

LXm&ZcTyftmX'MnvhcDZ&KmmT* h . %<r> 
mt LTtis Wi.{f*S B H B -fe/Wa-x. ?Ufs fy77, 

[0057] ^r-fe^M. mrntzfe\,mmmf$.Mt 
&fa*±mx-mmVfi:&mcDtmbm&Lx^ wm-e? 
^vtv^v^ &w*7-*juwiz3mLxmm$ti& . 
[0058] mimt Lxmwf&ar&. mi, %ma 
ZTftemummzit. fr-otmbm§;X$>&z ttf$f 
&l<. zix^co&mizfm-f&tzv&Lxit. mimt 
L-xzettmizti^ximsixx^hi)^ mz-i&k 

St)»SsXXT-;^^^-t|>ct^-CsSS. C<7)%^ 

[0059] h fcgfLTJi. 

LT^5fe&»cOt<0^<te/l-ri,C:i:*<T-sSS. 
MbLXl*. ffl^tf^J&^y-fe^ b\ ##*fli. IS 
i&T/U3-;k iSaryl/n-^c^xxf^/His iK'Jxf- 



[0060]?? hlZi&mzfc tT*feMs SffiH, # 
sS-tt^ifc^-CSS. 

[0061 ] *^Bflco,itiA,c7)EigsaM+ls:#^$n.^ 

^^MtitMtarwwmt. mizmyzzn-rizmmmfr 
t>m%.MiRZtihtf. m7mmm®mwz&)i-^7 os 

u<ii*«)5— 5oag%t-r^tfo*i,tv\ 
[0062] K^mzK^mMmfrm-jmt&iz 
mm\±%<. zmmmmm. m mm.co 

fflg&£vzcm<D3kmzmtttmx'&j$-2iih. m 
timm. im. mm. mmm. m,m. mimaxv* 
riziumom&izii. &n%.5-%n. mam^-su. 
mtkT$Mzrv>y®. T$;m$com®<r>mimbm.i!r 
Lxmsm&s-zti. s biz<mi,zmtxm®iTWim 

rts STt L<i±KKi*it5-^s?tt2>„ ^iJco^lilSJl 
rtS-^s?ix?,. 

[0063] ^BflcOifi.^E^S'jo^ai. ffl 

(ci 0®i:iliRs?^^*>\ ®S*^^t:-&!fe<oSk L 
Ti±s Mlkgil -BmoOOl—lOOmgeJKt 

-fb^!)*%0. 001— 1, 000m g cOjKHT##§ tih Zbtf 

[0064] *^Bj<r)5C ( 1 ) Xm%tl&ib&fai5 XV 

z<r>w,t. mm^mzwmifkt&s-mzii^x^i&s: 

[0065] 

immM) JjiTfo^B^^^jfeCTT-psBtiKw&^s 
[0066] mmmi 

N- Jy -4 - [3- ( f'Ji/'V- 

3--f;M-^iW TotK^^] O-XTS H 
1 : "fk-Mfcl^l ) <7)-^fi£ 

(1-1) 4-tHo^^g.^gjx^! 0g 
(6mmo 1 ) . 3-/ni7nny- . 84 g 
(6mmo i ) . hVy^—jV^xy^yi . 6g (6 
mmo 1 ) COTHF (2 0m 1 ) mWiiZ, TYisfilUHK 
ym^i-t^Xf;Ul . 1 g ( 6 mmo 1 ) £flDi. 1 

*iBL)t. ^H^srilTKBJKv^^s^^^^^^^ ^ 

: B»xf-^= 9:1) •CffiSJL. 4 - ( 3 
o^ro.-K^ix) 3?,g.#g?.x^ i . i g (JR^6 3 

%) zm&mmnb Lxn^. 

'H NMR(270MHz. CDCl 3 )5-p P ni: 1.3S(3H,t.J=7.3Hz), 2. 
29-2. 39 (2H.ii) , 3. 61 (2H. t, J=6. 6Hz) . 4. 17(2H, t. J=5. 9 
Hz). 4.35(2H,q,J=7.3Hz), 6.92(2H.d. J=8.8Hz),8.00(2 
H,d,J=8.8Hz>. . • 
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[0067] (1-2) *^L^hU^A (6 0%i 
tt) 70mg (1. 8mmol)£DMF (5ml)(; 
«»U -15^C^#Uv!, £*Lfc % 3-bFu^ 
by ^l 7 0m g (1. 8mmo 1 ) ODMF (2m 

1 ) m JRSaTLfc. 3 0#IBfflB¥flL Ig(l-l) 
?Xfc&*h5 OOmg ( 1 . 8 mmo 1 ) CODMP ( 3 m 

i ) mmzmrLK. s^mmm. Rs^mtmv^ 
msttbv*>j*?imu mmLX4 - [3 - (tryy 

>-3-4;U**t>>) SJRSBxfvK). 
5g (JR*9 5%) £fifeHf*cfcL/t#fc. 
*H NMR(270MHz, CDC1 3 ) Sppjd: 1.38(3H,t,J=7.3Hz), 2. 
26-2.88(2H.m), 4.19-4.25(4H,m), 4.34(2H, q,J=7.3K 
z), 6.94(2H,d,J=9.5Hz), 7.20-7.22<2H,m) , 8.00(2H, 
d,J=8.SHz), 8.21-8.23<lH,m), 8.33(lH,br.s). 

[00 6 8] (1-3) XM (1-2) <M\&m46 
Omg ( 1 . 5mmo 1 ) ^^^;^4m 1 IzWML 
tc. iftk, *Sfti;f*>A6 7mg (1. 6 mmo 

1 ) tKJSSR (2ml) £Jfl£. 50*C-C5fl*HRi5U 
fc. £05ffi£«RHgL «BK*»«T+»(pH5) L 

WiBL7ta«ffl»*mL. 4 - [3- 
-3-4>l>**io) Tn^y] $MS3 50mg 

(JR^8 3%) 

J H NMR(270MHz, DMSO-d s ) tfppm: 2.19-2.24(2H, m) , 4.1 
9-4.24(4H.m), 7.03<2H,d, J=8.8Hz) , 7.29-7. 43 (2H, m) , 
7.88<2H,d,J=8.8Hz), 8.16(lH,d, J=4.4Hz). 8.30UH. 
d.J=2.9Hz). 

[0069] (1-4) o-7x-l/yy7^1 O 
8g ( 1 . Omo 1 ) (O^^y (lOOOml)S 

mz i ms&ffltik-r h y ^ atk^js ( s o o m 1 > £ja 

i.> tK^T. y-tert-rWA-#*- h2 1 
8 g ( 1 . 1 m o i ) toi?**Wy (500ml) m& 

ztotfz. m^vemmmmk. -msmLtz. mm* 

do*W) T*RU »feWiffl»SrX^;Wx— 
Tifti^S £ tCJ; 0 N — t e rt-Zhdr^;^ 
/l/-o-7x^Pyy7^y6 8. 4g (K^32%) 

»H NMR(270MHz. CDCl 3 )Sppro: 1.51(9H,s), 3.75(2H, 
s), 6.26(lH,s), 6.77(lH,d.J=8.1Hz). 6.79(lH,dd,J= 
7.3,8.1Hz). 7.00(lH,dd.J=7.3,8.1Hz), 7.27(lH,d,J= 
8.1Hz). 

[0070] (1-5) Ig(l-3)<?>fb£%17 
Omg: (0. 6 mmo I ) N b yx^/UTS >0 . 1 5 
ml s 3mg<7)Tb Nr. 

*ny K14 0mgftjBi2 04MBHWLfc. Cintc, 
TMi 1-4) <?>fb**13 0mg*Jnii % 10B$fgjf 



^P7h^7^- (SK; ftixfyi/) till, N 

- [2- (N-te rt-/h^y^-;l/) T^S 

7x-;H -4 - [3 - ( by 3-^01^^) 
rn^y] ^yX7 $ K 1 6 Omg (JR*5 5%) £ 

] H NMR(270MHz, CDCl 3 )Spp ffl: 1.51(9H,s), 2.28-2-37 
(2H.m), 4.20-4.26(4H,m), 6.89-6.98(3H,m) , 7.11-7.2 
4(5H,m), 7.75(lH,dd,J=1.5,8.1Hz), 7.93(2H,d, J=8.8H 
z) f 8.21~8.24(lH,m), 8. 33-8.34 (IH.m) , 9.05(lH,br. 

s). 

[0 07 1] (1-6) IS(l-5)<0ft^»13 
0mg^mfy3mlK§gU 4*a^aiLfe. 
4M««H-^^yaBSim 1 3 

y^ju*»at*jpifc. *«Ji*ttWA«s*"ca». * 
*an^hy^T9fe«tt. iBieu n- (2-r^y 

-4- [3- (b-y^y-3— f^^>/) 
<yX7^'100mg (feMm £&& 

nip. 165-l68 ft C. 

J H NMR(270MHz, DMSO-de ) S ppm: 2.20-2.25(2H,m) , 4.0 
7-4.25(4H.m), 4.86(2H.s), 6. 56-6. 62 (1H. m), 6.76-6. 
79aH.ni), 6.93-7.15(4H.m). 7.30-7. 43 (2H.m) .7.96(2 
H.d,J=8.8Hz), 8.16-8.32(2H.m), 9.54(lH.s). 

[0072] mmm2 

n — (2-7S/7x^) -4- [2- (ey>?y- 
3— f;P^^) xh^^f;H <yX7^ H (SI 
-1 :it^Vm^2) <D&!& 

(2-1) *JHfrJ-by*A ( 60%J4tt) 2. 2g 
cODMF (6 0m 1 ) ®SJRfc3 -b Kd^ yt'J ^ 

5g (5 2mmo 1 ) SrJn;L. 4*CT3 0^^iJf L 
Jt. :tltru^iSxf;l/5. 8ml (5 2mmo 

i ) muz., e^mmnuz. Kimzmm. mm** 
a. ^HEK^hy^ATsesiLfc. ci^w^, ^ 
^) tills ( e y i^'y- 3 - >f ^ ) s^^xf- 

;^4. 3g (AW4 5X) *«W)6»ii:Lr»fc. 

!H NMR(270MHz, CDC1 3 ) ^ppm: 1.30(3H,t. J=7.3Hz), 4. 

28(2H.q.J=7.3Hz). 4.67(2H.s). 7.18-7.24(2H.m) , 8.2 

7-8.35(2H f m). 

[0 07 3] (2-2) ^ft'Jf^AT/^^^A 
0. 5g ( 1 3 mmo 1 ) OTHF (2 0m 1 ) mmS. 
^-IS^Z^mt. JM (2- 1 ) (Dit^l . 2s 

(6. 6mm o 1 ) SrJDifc. 3KBSOmt. *SrjDi 

- (e'Jyy-3-^Wy) X ^y^o. 8g 
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NMR(270MHz, CDCl 3 )Sppm: 4.00(2H,t, J=4.4Hz), 4. 
14(2H,t,J=4.4Hz), 7.22-7.27(2H,m), 8.23(1H, t, J=2.9 
Hz), 8.32-8.36(lH,jn). 

[00741 (2-3) ***t^hU^A (6 0%a& 
tt) 3 0m gODMF (3m 1 ) ®^£4 0 CtC&£|] 
118(2-2) tfMfc^l OOmg (0. 7mmo 

£Jn£. S»fc:T5l*IBRJBLjfc. RJE»£«B|gL BE 

y»J^^A^n^h^77^ (MBE ; BHftxf-A') 
TWKU 4- [2- (t>Ji;y-3-^my) X 

>H NMR(270MHz, CDCl 3 )Sppm: 3.86-3.89(2H,m) , 3.92 
(3H,s>, 4.20-4.24(2H,m), 4.69(2H,s>, 7. 18-7.26(2H, 
m), 7.43(2H,d,J=8.8Hz), 8.03(2H,d, J=8.1Hz), 8.22- 
8-25(lH,m), 8.34-8.36(1H,jd). 
[0075] (2-4) II (2-3) mfc&bBO 
mg(0. 3mm o 1 ) J— )V0 . 5m 1 XZfflR 

U*BftWA13mg (0. 3mmol)OTK7§ 
« (0. 3m l ) SrJniJt. 6i«aa»Ptfc«. SjEfS 

RJBj8at*««a. $^>^h;^x>^Di.2IU^ 

MlOIg (1-4) (TMt^mi OOrng (0. 48m 
mo 1 ) fctTU^^O. 4m 1 c7)i/^on^^> ( 2m 

A^7^77^ (^ ; HWif-zU) fcTWR* 
fiW N- [2- (N-te rt-/h^^M- 
;U) T^y^x-;^] -4- [2- (f)Jyy-3W 
/I'***') Xh^y^f/H \yX7^ H122mg 
(iR^97%) fctftjr&BWkLTfffc. 
J H NMR(270MHz f CDCI 3 )Sppjd: 1.51(9H,s), 3.86-3.90 
(2H,m), 4.21-4. 24 (2H,m), 4.70(2H,s), 6.88(lH f m), 
7.13-7.26(6H,jd), 7.46(2H,d, J=7.9Hz) , 7.79-7.82(lH, 
m), 7.95(2H,d,J=8.2Hz), 8.22-8.24(lH.m) . 8.340H, 
m), 9.18(lH,br.s). 

[0076] (2-5) XM (2-4) *Xfc£% 1 1 
Omg (0. 23mmol) WfuuXfy ( 1 m 

i ) mm* 4 o ciz}§mk, io%h»j7;^DSi-^ 

^nn^^y^imiJM, 4B#IS[J«#L*: 0 RJS 
*fy*AT**U «f®LT. N- (2-7$/7i 



-/!✓) -4- [2- (fU^y-3— f^5T^f^) ih 
<yX7Sh'8 8mg CStW) £$SH5 

mp. 112-114-C. 

iH NMR (270MHz, CDCI 3 ) *p P m: 3.96-3. 90(2H,m) , 4.21- 
4.24(2H,m), 4.70<2H,s), 6.78-6. 87 (2H, m) , 7.21-7.36 
(4H,m). 7.47(2H f d,J=8.6Hz), 7.89(2H,d,J=8.2Hz), 7. 
95(lH,br.s), 8.21-8.24(lH,m), 8. 31-8. 33 (1H, in) . 
[007 71 SB*W3 

N- (2-7^/71^) -4- { [2- (fcTUixV 

5 H (^- 1 : -ffr&W»#3 ) 

(3-1) mSsM2<^TM(2~l) (TXt^mo. 5 
9s (3. 3mmol)i4-7^^f;l/$lfl^ 
fvPO. 6 Og ( 3. Ommo 1 ) Wr^Py (6m 

1 ) f&S*8fc. DBU0. 98m 1 (6. 6 mmo I ) 
tint 8 0 -CT3 «R| ftMdltf Lfc . iitfeWRx^ 
5 0mliJnifc. tt»ltS*Sl^hU^A*2l?aio 

m 1 £jD£«fc»Lfc»fc. ISft^fekl 0m I 

*Uc^ 9 J -JURIS i/ 4 V 7'n tr/px-r-^^ JP^ . #r 
fflLfcSKfcfcSFKs SaS^d £fcr± 94 - { [2- 

(eyy>-3— f/M-**/) r-fe-^rs-/] 

fvHSrO. 65 g (IR?7 2%)!#^ 
J H NMR(270MHz, CDCl 3 )^p P m: 3.91(3H,s), 4.6K2H, 
s), 4.62(2H,d,J=5.1Hz),7.00(lH,s). 7. 17-7.30(2H, 
ra), 7.35(2H,d,J=8.8Hz), 8.01(2H,d, J=8.1Hz) , 8.31(1 
H,dd,J=1.5,4.4Hz), 8.35(lH,d,J=2.9Hz). 
[0078] (3-2) 11(3-1) <?Mfc£WO . 
6g (2mmo 1 ) CDTH ?W$&Z.i£y V-S^cf-A** 

KigfrO. 4 4ml (4. 8mm o 1 ) £DDi_ x 
4«rBBllfflfeS8SLfc. RiEfffciftHRl OJS^Jn^. 4 
0-CT3B*BBWPLfc. RJSS5rJgffil Bgxf/Pi: 

- mU ; W6S£t-+)V : *l?J-)\,= 10:1) Tf&IS 
L. 4- { [2- (^yyy-3-^;my)Xf;P 
T$/] ^f-;VJ SJRLCK^^O. 3 7g (iR^6 4 

%) ^^MmmtLxmz. 

»H NMR(270MHz, CDC1 3 ) ^ppm: 3.04(2H,t,J=4.9Hz), 3. 
91(3H,s), 3.94(2H,s),4.13(2H.t,J=5.3Hz), 7.16-7.24 
(2H,n), 7.43(2H,d,J=8.6Hz), 8.01 (2H,d, J=8.2Hz), 8. 
21-8.23(lH,n), 8.31-8.32(lH,m) . 
[0079] (3-3) IS ( 3 - 2 ) ^frg^O. 
36 g ( 1 . 2 5mmo 1 ) O^^y (10ml) 

-* ( 5m i > mmz. 3Ms&m<{kfh y ^a*^ 

0. 5mlSJPifc. tK^T. y-tert-rf^y 
^-^-b330mg (1. 5mmo 1 ) ^Jul7t: 0 
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TfM(U 4- (tert-r^s/*^^- [2 

/H SAdtX^'t'O. 45g (JR*9 3%) 
«H NMR(270MHz, CDCl 3 )Sppm: 1.41<major9H,s) , 1.51 
(minor9H,s), 3.57(minor2H,br.s) , 3.67(major2H,br. 
s), 3.92GH,s),4.08(minor2H,br.s), 4. 17(major2H,b 
r.s), 4.61 (2H,s), 7.14-7.23(2H,m) . 7.31(2H,br.s) . 
7. 98-8. 01 <2H, in), 8.21-8.26(2H.m) . 0KStttttf>ig 

[0080] (3-4) Ig (3-3) tftffc^WO. 
45g (1. lmmol) (7)^y — )V (4ml) WW. 
C*8ftUfW5 0mg ( 1 . 2mmol)^M 

(2m 1 ) fcjDL 6 0X:T*2^m#L*: < > 
}fr83f&. (pH4 ) Lfz. £j56jS£jftB 

^h'J/HOml i:WL, bUX^UTSVO. 33 
ml. 4-^^;l-r$yt:U^V2 6mg$rJni./i <> 
£ tlcp-^ bD^yx/^-^nU KO. 2 6 
g*Hni3 o^fltfftfc. -m:, Hft«i<oxs ( l 

-4) ^>ft^%0. 25 g (1. 2mmo 1 ) £JD;13 

8B». yU^^7A^DVh^77 ^ (M ; 1 
8xf;l/) TW£4tV\ N- [2- (N-te rt- 
/h^y^W-^) 7^7x^/1/] -4- Iter 
t-/h^yM^- [2 - (b'U^y-3--f/U 

^y) xw^y] ^yxr^Ko. 3 4 

g (|R*5 6%) SraftHMcfcLTWfc. 
>H NMR (270MHz, CDC1 3 ) Sppm: 1.50(18H,s), 3.57(mino 
r2H.br. s), 3.67(major2H,br.s), 4.07-4.23(2H,m), 4. 
62(2H,s), 7.12-7.32(8H.m), 7.79(lH.m). 7.90(2H,d,J 
=8.2Hz). 8.20-8. 22(2H,m) f 9. 18 (lH.br. s). HJSK^tt 

[00 8 1] (3-5) Xg (3-4) cO-ft^O. 
33g (0. 58mmol) ^S^t^y (5ml)» 
»fc4 S&ig&- S***^ 2 m 1 £ flDx. 2ttHN»F L 

**OTbU9AT«BtU YgiSgLTN- (7S77x 
x/H -4- { [2- (tU 5^-3-4 JM"*^) X 
f;V7$y]^f;H<yX7SK0. 21g(JgJI 
W) 

mp. (amorphous) . 

*H NMR(270MHz, CDC1 3 ) Sppm: 3.04(2H,t, J=4.9Hz) , 3. 
95(2H,s), 4.13(2H,t,J=4.6Hz), 6.81-6.86(2H,m) , 7.0 



6-7.lKlH.rn), 7.19-7.33(3H,m>, 7.46(2H,d, J=8.2Hz) , 
7.86(2H,d,J=7.9Hz), 8.20-8.22(lH, m) , 8.28-8.29(1 
H.m). 

mmm 3 1 mmconmz «t 9 . m&m 4 *^ nsfcpj 8 o 

^^feSr^Lfc. ETFU:. -f^^icT)!^ (mp.) v ih 
[0 082] H»«4 

N- (2-7S/7x-W -4- [ (3-t!?yy- 

3->f^-rntr/ur$y) jxf^] ^yxrs f s 

B8H (*- 1 : fc£*#-*4<0SI»!B) 
dip. 192*C(dec). 

l H NMR (270MHz, DMSO-de) Sppm: 2.13(2H,t, J=7.3Hz) , 
2.95-2.98(4H,m), 4.23(2H,s), 7.30-7.42(2H,n) , 7.49 
-7.52(lH,m). 7.61-7. 64(lH,m), 7.78<2H,d. J=8. 1Hz) , 
8.01-8. 06(lH,m), 8. 18(2H,d, J=8.1Hz) , 8.51-8. 54(1H. 
m), 8.80-8. 91 (2H, in), 9.79(2H. br.s) . 10.63(lH.s). 

[0083] mmms 

N — (2-7$77x^) -4- { [ 
-^;Mf;l/) 7S7] ^f;H ^yX7$ K 

(at- 1 : it-gym^ 5 (Txssm) 

rap. (amorphous) . 

!H NMR (270MHz, DMS0-d 6 ) Sppm: 4.32(2H.s), 4.38(2H, 
s), 7.30-7.90(7H,m), 8.15(2H, d,J=8.0Hz) , 8.50(2H, 
d,J=8.1Hz). 8.82(lH,d,J=1.5Hz). 8.99(lH.s), 10.16 
(2H,br.s), 10.56(lH,s). 
[0 084]38ftWI6 

N- (2-7^77x-;W -4- { [ (f'Jyy-2 

(a~ 1 : -fC^)#-^6^JgS!^) 
mp. (amorphous) . 

i H NMR (270MHz, DMSO-dg ) d PP m: 4. 33 (4H . s) , 7. 32-7. 4 
5(2H,m), 7.45-7.50(2H.m), 7.60(2H.d,J=7.3Hz) , 7.73 
(2H,d,J=8.1Hz), 7.93(lH,ddd, J=l. 5,7.3,6. 6Hz), 8.19 
(2H,d,J=8.1Hz), 9.90(2H,br.s), 10. 64 (IH, br.s) . 

[008 5] mmi 

N- (2-7^/7x-^) -4- [ (X^)V-Wi> 
y- 3 - >f ;Mf ;l/7 ^ 7 ) <yX7$ H t& 

(m- 1 : £^ftS^7(7)ffll) 
mp. (amorphous). 

!H NMR (270MHz, DMSO-de) Sppm: 2.60(3H.s), 4.40-4.8 
0(4H,m), 7.36(lH,dd,J=7.3,8.1Hz), 7.44(lH,dd, J=6. 
6,7.3Hz), 7.63(lH,d,J=6.6Hz), 7.84(2H,d, J=8.1Hz), 
7.54(lH,d.J=7.3Hz), 7.98(lH,dd,J=5.1,7.3Hz), 8.22 
(2H,d,J=8.1Hz), 8.72(lH,d,J=8.1Hz), 8.93(1H, d, J=5. 
1Hz), 9.14(lH,s), 10.7(lH,s). 
[0086] SSS5S0O8 

N— (2-7^77x-W -4- [ (t'X-fiJyy 

S Mt^%l#-^8coaiSB) 
mp. (amorphous). 
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>H NMR (270MHz, DMSO-d 6 ) Sppm: 4.06(2H,br.s) , 4.31 
(4H,br.s), 7.30-7.40(2H,m), 7.50-7.65(3H,m) , 7.70- 
7.80(2H,m). 7.85-7.95(2H f m), 8.05(2H,d, J=5.1Hz), 
8.20-8.35(2H,m), 8.78<2H,d, J=5.1Hz) , 10.53(lH,br. 
s). - 

[0087] mmmtmi 

a 2 7 8 omMi,ztti-&Mm&fe%tm 

yjVfi Vy$rX7T 9 — (ALP) vS1t^JL#ti^ b 

t^J [Young^;Cancer Res. , 4 
5.. 2976 (1985). Morita^;Canc 
e r Res. , 4540 (1 982) ]. 

(H^^TS) 9 6yvri/-htCl5,000^/we ! I fc 
Sr&i^C A2 780,WJ]&£0. lmlfo^l.S 

M(20mMTris, 137mM NaCl, pH 
7. 6 ) T'2[§Bfci£t*:. OWt\ 0. 6mg/m l(7) 
»p~-hD7x-WX7x^ (9.6% V 
X^y— /PTSV. 0. 5mM MgC 1 2 (pH9. 
6))j83RSrO. OSmlfofflraL, ^St3 0»>f 

0 5m l-CKJB*ffjhLfc«. 4 0 5 n m(7)#3tS^«J 



7DV 

(51)Int.C1.6 

C 0 7 D 237/08 
241/12 
307/12 
307/42 
401/12 

mwm mm Wf- 



«u ALP^o±#*^^sas*^«/haaE (al 

Pmin) 

(3BMg«) ^ite*S:. a-2[«ll]fc«L 
[0088] 

1 1 ] «- 2 : A 2 7 8 0*UtzOT64Himft s 





ALPmin ( julM) 


HM^l^t^g 


0.03 




1 




0.3 




10 




10 




10 


WW! 7 


3 


^iS^J8^b^> 


1 



[0089] 



(72)IKB« OiT & 



a^- f i 

C 0 7 D 237/08 
241/12 
307/12 
307/42 

2 1 3 401/12 2 13 



